Scientific Abstracts methodology, might be a promising new approach for the diagnosis of early SSc-ILD. Objectives: To evaluate the radiotracer 99m Tc-rhAnnexin V-128, which specifically targets a pathophysiologic key molecule of early apoptosis, for the detection of earliest stages of lung involvement in animal models of SSc-ILD with single photon emission computed tomography (SPECT/CT). Methods: C57BL/6J mice were treated with a single intratracheal injection of bleomycin or saline. Animals were euthanized at days 3, 7, 14 and 21 postinjection (n=6). Lung injury was evaluated by analysis of HE and Sirius red staining. The Ashcroft score was applied for the semi-quantitative evaluation of fibrotic changes. Immunofluorescence using the TUNEL assay and double staining with specific cell markers were performed to determine apoptotic cells. Positive nuclei were quantified by manual and automatic counting with Image J analysis software. Three days after injection with bleomycin or saline, mice were injected with 99m Tc-rhAnnexin V-128 (Advanced Accelerator Applications, Italy). After 1h, images were acquired using small animal SPECT/CT, followed by ex vivo autoradiography. Results: In the model of bleomycin-induced lung fibrosis, inflammatory infiltrates (CD45+) occurred as early as day 3 with peak at day 7, whereas pulmonary fibrosis developed from day 7 as assessed by Sirius red staining and was most pronounced at day 21 (mean Ashcroft score=4.6, p=0.0286). Notably, the number of apoptotic cells evaluated by TUNEL staining, was highest at day 3 (mean ± SE=6.5±1.5positive cells/HPF, p=0.0436) compared with saline controls (mean ± SE=0.7±0.1, p=0.0095) and then decreased over time. To determine the type of apoptotic cells, we performed immunofluorescent co-stainings with different cell markers. Data displayed that endothelial cells (vWF+) and epithelial cells (cytokeratin+), but not inflammatory cells (CD45+) were the primary cells undergoing apoptosis in earliest inflammatory stages of ILD. In accordance with the findings on tissue level, at day 3 post-injection, we detected ex vivo with autoradiography, yet not with in vivo SPECT/CT, an increased pulmonary uptake of 99m Tc-rhAnnexin V-128 in the lungs of bleomycininduced mice compared with saline treated controls. Background: Narrowband ultraviolet A1 (UVA1) phototherapy implications for systemic sclerosis still remain the area of research. Objectives: To define the efficacy and safety of 365±5 nm UVA1 for the dermal fibrosis treatment in bleomycin-induced mouse model of scleroderma. Methods: DBA/2 strain mice were randomly divided to 6 groups: I -healthy animals; II -control group with bleomycin induced scleroderma, III and IV -mice with established scleroderma, treated with high and medium dose of UVA1, V and VI -healthy mice, treated with high and medium dose of UVA1. Scleroderma model was induced according to the protocol [1]. Light source emitting a narrowband UVA1 of 365±5 nm and of 21 mW/cm 2 power density was used in the study. Phototherapy was performed 3 times weekly for 5 weeks. The average cumulative doses were 1200 J/cm 2 for high and 600 J/cm 2 for medium dose treatments. Histological analysis with hematoxylin-eosin staining for dermal thickness measurement was performed. The immunohistochemical staining for p53, Ki-67 and active caspase-3 proteins was performed using specific antibodies. Statistical significance was expressed by a P value <0.05. Results: The dermal thickness of mice treated with high and medium dose of
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Background: Narrowband ultraviolet A1 (UVA1) phototherapy implications for systemic sclerosis still remain the area of research. Objectives: To define the efficacy and safety of 365±5 nm UVA1 for the dermal fibrosis treatment in bleomycin-induced mouse model of scleroderma. Methods: DBA/2 strain mice were randomly divided to 6 groups: I -healthy animals; II -control group with bleomycin induced scleroderma, III and IV -mice with established scleroderma, treated with high and medium dose of UVA1, V and VI -healthy mice, treated with high and medium dose of UVA1. Scleroderma model was induced according to the protocol [1] . Light source emitting a narrowband UVA1 of 365±5 nm and of 21 mW/cm 2 power density was used in the study. Phototherapy was performed 3 times weekly for 5 weeks. The average cumulative doses were 1200 J/cm 2 for high and 600 J/cm 2 for medium dose treatments. Histological analysis with hematoxylin-eosin staining for dermal thickness measurement was performed. The immunohistochemical staining for p53, Ki-67 and active caspase-3 proteins was performed using specific antibodies. Statistical significance was expressed by a P value <0.05. Results: The dermal thickness of mice treated with high and medium dose of UVA1 was significantly reduced to 272.9±113.2 and 394.0±125.9 μm, respectively, in comparison to the control group II (599.0±55.7 μm). The percentage of Ki-67 positive cells in mice with scleroderma after high-and medium-dose of UVA1 did not differ from the control group (II). The expression of p53 was significantly higher in the skin of the control group (II) compared to that of healthy mice skin (group I). After treatment of mice with scleroderma with high-and medium-dose of UVA1, the expression of p53 in the dermal layers did not differ from the control group (II) of non-treated mice. There was no change of p53 nor Ki-67 expressions between healthy (group I) and UVA1-treated healthy mice skin (groups V and VI). The statistically significant increase of active caspase-3 expression in the skin of mice with scleroderma was present after high-and medium-dose of UVA1 (groups III and IV) as compared to that of non-treated mice group (II). The expression profile of active caspase-3 did not differ between healthy (group I) and UVA1-treated healthy mice skin (groups V and VI). Results are summarized in Table 1 and Figure 1 (A -active caspase-3; B -p53 immunohistochemical analysis).
Conclusions:
The cumulative doses of 1200 J/cm 2 and 600 J/cm 2 of narrowband UVA1 effectively reduced the dermal thickness, and the impact was dosedependent. Phototherapy course did not up-regulate p53 nor Ki-67 proteins in the healthy mice and mice with scleroderma skin. UVA1 radiation caused the increase of the active caspase-3 expression in the skin of mice with scleroderma reflecting the apoptotic feature of narrowband UVA1. The results of this study indicate that 365±5 nm UVA1 phototherapy is safe and effective for the treatment of dermal fibrosis. 
